
Detailed Plan of Procedure (Use reverse side if addiHonal space is needed): Acut , nmerlmente . S For •ome time * fl 

^ have been looking for a reliable method for sensitization of the ventricles in the S'jj 
!> f. i ; dog by stimulation of the cardiac sympathetic nerves* Now we have found kh central <i 1 
.?^ synqpathotic stimulation by that intracisternal injection of ,a mixture of mono- and di- j 
?>basic potassium phosphate (0*03 cc./kg. of U/6 solution) does sensitize the ventricles ; ' 
v%! chloroform inhalation in vagotomized dogs previously anesthetized with sodium .<•, 

•»/; •: k barbital* The chloroform under these conditions, produces ventricular extrasystoles* * 

; v,;t "^TMs: method of sensitization by nerve stimulation has the advantage of being physio* ? a 
■MM -logical* inasmuch as any trace of the potassium phosphate leaving the cerebrospinal :• ijf 
' ,fl«W fnd entering the blood stream does so after the sympathetic atimulation is "f 

completed* Furthermore, we are able to induce the sensitization with synpathetic nerv# 5 
• stimulation alone, l*e*, in vagotomized dogs* .We plan to use this method of sensiti- ' 
sation as a basis for comparative studies as follows* (l) Inhalation of tobacco smoke 
(previously collected in a Douglas bag) in one group of dogs* (2) Inhalation of ' ? 

filtered tobacco smoke in a second group of gobs. (3) Intravenous injection of tobacco ? 
dorlvatlvos, including nicotine and various irritants, in a third group of dogs. , \ 

Similar comparative studies will be carried out in unsensitized dogs. In the human 
; we plan to ebsu observe the incidence of ventricular extrasystoles induced, by 
filtered and non-filtered smoking, in non-smokers and in Inveterate smokers among the 
medical students before and after local anesthesia of tha buccal cavity and the upper 
respiratory passages. Our rational for these approaches to the problem of ventricular 
extrasystoles is based on the report* in the literature that smoking in man Induce* 
extrasystoles, while intravenous injection of nicotine in animals does not Induce extra¬ 
systoles when the animal has previously been sensitized with agents like barium or v 
chloroform. 


• \ 
‘■'ii 


• ■V. V i. 


fi-y.Ti ; . 




V VJ; 

i 




■-T' 


! : i 


•" V ; 

vii v 


1003537226 


V > • : 


•• 'Source: 



' ‘ fK *■. v Vrt lr 1 ^ __ ___ __ _ ^ ^ ~&~- — — „ IWWV ___ -W—— „ 

.• ‘''-V' : '• :’with intracisternal potassium phosphate# '.The final experiment on these animals’ 
i U't-after, they have reached maturity, will Include observations on the effect of 
:il i: 44.electrically induced ventricular tachycardia* Long range observations on the ^ { 4 M 


;4|:^g,human will include EOQ recordings, from non-smokers and smokers among medical 

’ - /v students, taken annually and filed away for purposes of comparison over a period ;fv ? ' } 
:V ; ^’^of years*' The purpose of this study in man is to look for evidence of Induction 
-%.iot cardiac damage within a single profession. Studies in the past on man have • / 

/ - been primarily concerned with effects of smoking on the incidence of fatality in /.!■: .4?: v 


Hfti': \ persons already showing cardiac damage* at the time the study was begun. 
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v^- Ar) f' f | : | c. Kymograph for study of respiratory and blood pressure changes In 

f Af MwpM'wt MfewN** i r i* 'vv 

T .jtMs'J^d* Douglas bags for Inhalation studios In. tbs: dog* ■••-■»•-*■. yf^/4 

, % yv't 'i-. r ; .-,'is* , Thyratron stimulator for electrical induction of tachycardia 1 in 

v's§^iv-i-f"iBin-ventricles gf the dog. ■^d-.rs AV\A*< ! \ *•,-•• "' * 

•\ •.:fundlpjr' laboratory apparatus. -• A/A. V : . * AAA- ' -• 
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7 , 21* Staffs a* Sheppard M* Walker, b« animal caretaker to feed and weigh animals and 
; A Additional Requirements: clean their living quarters, o. Drs. H. C. Lawson and J* P. Holt 

| ^ available for consultation on interpretation of results* ■ : 

V*'Vv‘* •• A r research associate interested in our type of research and capable of helping; me 
vj'i; ' set up and carry out experiments* . (I have in mind a man who has expressed interest 
, our r.*Mrch») > ' v ' '■■'■■■: <■■ V- ■ .Sw.x-iilJ XJ>>‘X 

! ‘f r 'b. Dog cages and shelters on the roof of the Medical School building. , ,. • ' 

' V’ e.SUpplies of dogs and food. 3 ;j*;y ; v • . 5 . ? v .v; 

• i =Vj f - d. Supplies of E£Q recording paper* ' e* Supplies of tobacco and tobacco derivatives. 

Jit art not awart of a currant project that la related to the work we have proposed« 

^ ' ^.Ve would like to atate at this point what we believe to be the significance of our ' 

'. approach, as outlined in our proposed wort* (A) We are studying, acutely, the com- 
bined effects of smoke inhalation and elevated sympathetic activity because we believe 7 » 
: i( K ; - that irritative reflexes initiated in the mucous membrane of the buccal cavity and . ,. 4 * 

A ^respiratory passages, together with central excitation associated with the act of , v r-j l! 

?lf : \ 'v'd smoking, are largely responsible for the extrasystoles observed in man* (B) In our ^r/Vjl 
;J long range studies designed to look for cardiac damage, the blood levels of tobacco ' A C> 

* t r -i_J___ m _ft.a_ _ ___ a ^ * _m l_— _ ft _ft_*_• _ a _ ___ • a . . _ft . w..a . _ « » * a* _ __ 
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derivatives in the pupptes would be maintained at a considerably higher lefel than 
the levels of tobacco derivatives in the blood of inveterate smokers* If it should 
•v be shown that high blood levels of tobacco derivatives in dogs do not induce cardiac 
damage, then cardiac damage observed in inveterate smokers could not be attributed 
to bl°°d levels of tobacco derivatives, without reservation. »i 
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Signature— /s/ Sheppard M. Walker 
Director of Project 4 r , . 
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